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Sir: 

I, Ryuichi MORISHITA, hereby declare and state: 

THAT I am a citizen of Japan, and reside at c/o l-41-4,Senriyama-nishi, Suita-shi, Osaka , 
565-0851, Japan; 

THAT I am the first inventor of the above-identified patent application; 

THAT I attach hereto an up to date copy of my curriculum vitae; 

THAT I obtained the qualification of MD from Osaka University Medical School in 
Japan in 1987, and the qualification of Ph.D. from Osaka University Medical School in Japan in 
1991. 

THAT I currently hold a position as a professor of Division of Clinical Gene Therapy, 
Osaka University Medical School, 

I further declare and state as follows: 
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I am familiar with the Office Action mailed June 13, 2007, in which the Examiner rejects 
Claims 7-1 1 on the ground of nonstatutory double patenting as claiming an invention that is not 
patentably distinct from the invention claimed in claims 1-3 of USP 6,936,594 (Morishita et al.). 

The Examiner appears to assert that Morishita et al. teaches treating the cerebrum at the 
objective site, which includes the subarachnoid space, citing page 10, last paragraph. The 
Examiner seems to assert that if the brain were experiencing insufficiency of peripheral 
circulation, the subarachnoid space would be considered an area affected by the insufficiency, 
and thus would be the site of administration of the gene. Thus, the Examiner asserts that treating 
cerebrovascular disorders by administering the HGF gene to the subarachnoid space teaches or 
suggests treating insufficiency of peripheral circulation by administering the HGF gene to the 
affected area. 

For the following reasons, I respectfully disagree with the Examiner. 

Claims 1, 2, and 3 of Morishita et al. relate to "treatment of cardiovascular disorders," 
"treatment of reduced blood flow," and "promoting cerebral angiogenesis," respectively, by 
administering HGF gene to the subarachnoid space. However, "treatment of cardiovascular 
disorders," "treatment of reduced blood flow," and "promoting cerebral angiogenesis," do not 
teach or suggest treatment of insufficiency of peripheral circulation or peripheral angiostenosis, 
by injection of the HGF gene into the subarachnoid space. 

More specifically, the claims of Morishita et al. relate to the treatment of blood disorders 
in the brain, namely, cerebrovascular disorders. In contrast, the presently claimed invention 
relates to the treatment of insufficiency of peripheral circulation or peripheral angiostenosis. 
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One of ordinary skill in the art of medicine knows that brain is classified as part of the central 
nervous system. However, the term "central" is the antonym of the term "peripheral." My 
opinion is supported by Steadman's Medical Dictionary , 28 th edition, a copy of which is 
submitted herewith. Steadman's Medical Dictionary defines the "brain" as "That part of the 
central nervous system contained within the cranium" (page 250, right column). In contrast, 
Steadman's Medical Dictionary defines "peripheral" as "opposite of central (centralis)" (page 
1463, right column). 

Therefore, in my opinion, the cerebrovascular disorders of Morishita et al. have no 
relevance to the insufficiency of peripheral circulation or peripheral angiostenosis of the present 
claims, and, as a result, the claims of Morishita et al. do not teach or suggest the presently 
claimed invention. 

I declare further that all statements made herein of my own knowledge are true and that 
all statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States 
Code, and that such willful false statements may jeopardize the validity of the application or any 
patent issuing thereon. 
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brad.y.car-dKac (Imtf 'e jcsrttt^fc). Relating to 0 c character- 
ized by bradycardia- 5W bradycardia 

- bra* dy* oar- die (bmd'e^kar'dlk). svNbradycardiac. 
bra-dy-Cl-ne.sI.a Cbrad'e-m-r*V^a), syn bradylalia. 
bra*dy-crot*ic (brnd'e-ktorlk). Relating to or characterized by 
a slow pulse {brady- + G. *rotar, a striking 

bra*dy.dj.as,to*le (brad'e-dr^s'tWe). Elongation of the 
diastole of the heart. 

bra-dy»es*the»si*a (bred'e-es-me'^-s). siow sensory per- 
ception, [brady- + C3. aisthSsis, sensation] 

bradygastria (brad^-gas'rre-fi> Decreased rate of eleccrjcal 
pacemaker activity in the stomach, defined as less than 2 
cycJcs/xbmutc for at least \ minute, Normal activity is defined as 
an electrtcal signal at a frequency of 2-4 cycle* per minute using 
cutaneous clectrogastrography. May be assocfated with nausea! 
gnstropar esta, irritable bowel syndrome, and functional dyspepsia, 

bra.dy.gios - s)*a <br*d^gios'€-a>. i. slow or difficult tongue 

movement. 2. syn bradyartbria. [brady- * G, gtossa. tongue] 
bra»dy<ki-ne-6i,a (brad^kin-6'7^-2). a decrease in Sponta- 
neity and movement. Orte of the features of extrapyramidal 
disord<^,KiichasParSd^^ Ibrady~i- 
Gr. kmSsis, movement) 

bra-dy-kfrnet-lC <brad^-ki-»et'Uc>. Chamcicrized by or per- 
taining to slow movement 

^f*^***'""? (brad-E-Wnin). The nonapeptide Ar^o-Fro- 
Cly^e^^ T Pro-Pbc k -Arg t produced from the decapeptide fcalli* 
din {bradyfamnogen) that is produced from c^-globulin by kallt- 
fcrem normally present in blood in au inactive form and similar to 
irypsift m action; b. is one of Koveral plasma Idnina, is a potent 
vasodilator, and is one of the physiologic mediators of anaphylax- 
ih released from cytotropic tmtihody-coated mast cells following 
P^^on with antigen (allergen) specific for the antibody, syn 
kalUdla ft Jcallidin X. kinin 97 [bmd> + a to<* to^ovcj 

bra-dy-kKnin-o^gen (brad^ld-imi^jcn). syn kallidin. 

brandy* ki-nin po- ten -ti- a. tor B (brad'e-ldrnla pB-tcn'ahe- 
S-t6r), Grp-Gly^n-.Pro-Pix>^>\ rf~-Prc-Ly8-Ile~Pro-i>ro: the 
undeeapcptide precursor of bradyidnm and die angiotensins. 

bra ; dy-la-fj.a <brad'e~i§le.u). sy« b«uiyanhria. [brady- + a. 
lalia, speech} 

bra«dy*IeX'?*a (bmd'5-1ck's&-&). Abnormal slowness in read- 
ing, [brady- 4- G. teds, word] 

bl»*dy-IO»0f-a (bnid'e-I0^jS-a>, s*n bmdyarthria. [brady- + G 
logos, word] 

bra*dy.pep*Sl«a <br*d'^pcp'se-a'>. Slowness of digestion. 
[brady- -f- G. pepsfs, digestion] 

bra*dy*pha'gl*a (bmd^fS^). Slowness in eating, [brady- 
*fr CJ. phaga, to eutj 

brandy* pha ; Sl*a (bm^ra'ag-a)- A form of aphasia charaa- 
lerized by abnormal slowness of speech, syn bradyphciuia. 
[brady- «- G. ^ speaking] w 

b I^ d ^ P = e * ml ^ (bMdWm ' 5 - a >- *™ bradyphasia. [brady- 
■*• G. phcmS, speech] '* ' 

bradypbrenia (br^de'trc-iie-a). Slowness in mental processing 
due to a decreased abmty m shift quickly f£om one conceptual 
pattern to another; most often seen with Parkinson disease, 
[brady- -phrcma] 

bra^dyp-ne-a {braa-ip-ne^ In the diphthong pa, the p is 
Silent only at the beginning of a word. Although bradypne'a U the 
correct pronunciation, the alternative pronunciation bcadyp'nea 
is widespread in tlie US. Abnormal slowness of respfcaionT spe^ 
m^ 3 "*P*»KHy frequency, [brady- ^ G. pn oe\ breath- 

fo ^ d r^??, yrC !l f * a (^^rkg^). Slowness of mental reac- 
lions, [brady- * G. ^jryc/i^ soul] 

bra^dy.rhyth. mi^a (brad'c-riuVme-a> syn bradycardia 

bra^dy-sper-ma-tlsm Cbr^^p^ma-tlzm). Absence of 



ejaculatory force, so tljat the semen trickles away slowly, [bradv 
+ G. sperma {spermat-}, seed, <•+- ism) 
bra*dyrsphyg*mt-a (brad^-sfis'mg-ii). Slowness of the 
pulse; can occur without bradycardia, us in ventricular bi£emin\ 
when every alternate beat may fail to produce a peripheral pulse, 
[brady- 4- G. sphygmas, pulse] 

bra^dy-staNsfs a>r2d'$»stahrsis). $iow bowel motion, ro 

bradyst slow, + (pert) stalste, contracting around] " 

bra.dy*teI*e-o-kl.ne-s!*a (brad'6-terc-6-idn-e'se.ii). Sud, 

den arrest of a movement just before its intended termination, 
then alter a pause It is completed slowly or by jerks; a symptom 
of cerebellar disease, syn bradyteleofcinesb. [brady- G. ttleos. 
complete, + kinesis, movement] ' 

bra.dy4el*e-o*ki»ne-sjs (bmd'e-tcreHS-ki^e'sis). svn bra- 
dyteleokiixesk. 

bra.dy-U^rha (brad'e^u'fg-5>. Slow micturition, rbrady. 4- g 
ouron, urzne] * 

bra-dy»20Mte (bradWoTt), . A slowly muMplying encysted 
rorm of sporozoan parasite typical of chronic infection with Toxo. 
plasma gondii, It has also been called a rncrozoite or imitej the 
complex of b/s within an enclosing membrane has also been 
culled a pseudocyst, though il is now regarded a* a true Cyst 
[brady- G. zoS, life] * 

braille (bral), A system of writing and prmdng by means of 
raised dots corresponding to letters, numbers, and punctuation to 
enable the blind to read by touch. [Louis BruilU, Fiench teacher 
of blind, 1809-1852] 

B I &'Srl!f^ , ' 1 Janws Prcdenck, BngHsh radJologSa; j 
1858-1961, scs B.-Morqalo disease, J 

Brain (br2n>, Waiter RusseH, English phyaician* W5-l$6fc sz* S 
B. reflex. 

Qbrain (brSn) [TAJ. That part of the central nervous system con- 
mined within the cranium. Sffi also encepbalon. Cf. eerebramV 
c^rel^uin- See page 251, BX3. IA.S, braegen) 
eloquent b. ; those pans of the b. that control speech, motor 
functions, and senses. localization of which is important u 
ing b. rumors. 

Spilt b.. a h, in which the corpus callosum and usually Xhk 
antcnor and posterior c«nufaissurcs have been sectioned, usually 
to treat certain refractory epilepsies, 
visceral b. f syn Hmbie system.. 
brain- case (bran'kss). syn neurocranium, 
brain -stem, brain stem (brsn'atcm) [Ta]. Originally, 
entire unpaired subdivision of the brain, composed of (in ' 
sequence) the rhombencephalon, mesencephalon, and dfencer. 
Ion as distinguished from the brain's only paired subdivision, 
telencephalon. More recently,, the term's connotation has Ufl< 
gone several arbitrary modrQcationsi some use it n> denote 
mote than rhombencephalon plus mesencephalon, distingu* * 
that complex from the prosencephalon (dienccphalon plus tei 
cephalon); others restrict it even further to refer exclusively to 
rhombencephalon. From both developmental and archiier 
viewpomts, the original interpretation Seems preferable, syn 
cus enccphali fTA]. 

brain. Washing (br^nVash'mg). Inducing a person, to urn* 
attitudes and behavior in certain directions through various foi 
of psychological pressure or torture. 

bran (bran). A by-product of the milling of wheat con 
approximately 20% of indigestible ceUuTose; a talk cab 
usually taken in the form of cereal or special bran products. 

branch (branch) [TA]. An offshoot; m anatomy, one of . 
primary divisions of a nerve or blood vessel, a branch. s*5 rami 
artery, nerve* vdru syn ramus (1) fTA). 
accessory meningeal b., syn pterygomeoingeai artery. 
accessory moningeal b. of middle meningeal artery, 
accessory b, of middle meningeal artery, 
accessory b. of middle meningeal artery fTA], a b, 
enher the middle meningeal or maxillary artery in the mrVatemft 
ml fossa and passing superiorly through the foramen ovule' 
supply the trigeminal ganglion, dura mater, and inner table* 
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Wifflglt .the pcrio»tcx«n to the bone, periostotomy. 
incision] 

jift&*ioUS (pe/e^os'te-tis). syn periosteal. 

jp£^te'&rn. pi. per-i'OS*te*a (pci'c-o^'t&'ttra, -a) uaj, 

W-$^;fibr0i*& membrane covering the entire surface of a bone 
Tfl&^coJar .cartilage and, the areas where it attaches to 
Skgii' jigamcpts- In young bones, it consists of two layers: 
iSi/lar layer lhal is osteogenic* forming new bone tissue, 
gu^fifcroos connective tissue layer conveying the Wood 
R^"^er^es supply Jng the bone; in older bones, the osteo- 
A^J:ja^rcduced, see also perichondral bona, See this 
^b&ost [Mod. Lu fr. G. periosteal ntr. of adj. perioste- 
'^Sii bones, ir. /w/i around, + osteon, bonel 



-muscle 



Jar^P^- afveoiare, svn periodontium. 
'jffiprXK SVN pericranium. 

^tiftis (per'e-os-tr'tis). Inflammiatiori of the periosteum, 
§i!mioiti*. j • 
^S^^i<?*tna (per^os-«i f mli>» SYN periosteoma. 

S^apiste. pL per*i*os*to*ses (pei / e-os-t6'sis, *s&>. 

«»*•- 

^•tOS-te*l«tls (pcr'c-os'tos-te-rUsX Inflamrnaiion of a 
hvolvement of the periosteum, [periosteum 4- G- otf^ 
inrtaxniniinon] 
Dj|nO -tome (per'e-OS'to-lGm). SW periOsleOlOme. 
Jig&tot»0»my <per^-osHtor;o^me)- syn periosteotomy, 

SSij^l*!^^ Nfret^^'tUc, -ofik). Surrounding the internal ear; 
^^Vto' the petrous portion of the temporal bone, or the spaces 
Sgfe^eHii the bony labyrinth that surround the membranous 
||j|^Ir>eri~ G- aus, ear) 

f^ya*«ri*tis (per^-o-vS-rrtis). SYN perioophoritis. 
|ft^«YU*lar (per'e-o'vyQ-lar), Surrounding the ovum. 
pypach*y.rnen«in«gl*tiSi (per'i-pak'e-mennn-jTtis^ In- 
■^"in^bn of . the area between the dura and bony covering of the 
ifocryous system- [peri- + pachymeninx (dura mater) + G. 
mlltirm^tioa) 

LtpSrt?cre*a^ti*tlS (pcr/i-panlcre-a^Us). Inflammation 
|^g^rltbaeaJ coat of the pancreas. 

Mpap.M|»lar»y <per / i*pnp / i-lat / e). Surrounding a papilla. 

5fe&£ ■ 



per«l'pa*tet*lC (pcfi-pa-tet'iky 1- Walking around; formerly 
used to describe a patient with, "walking 7 * (U„ mild) typhoid 
fcver. 2w Relating to a disease imported to a nonendendc area by a 
host clinically unaffected during the transport phase. [O. peri- 
paiSsk, a walking about] 

per*i»pe»ni*ai (r^*pe'ne-ni). Surrounding the penis. 

per*hpha»ryn;ge*al (per%-m-rin'je4U). Surrounding the 
pharynx. . 

pe«riph«er -ad (pe-riT&>ad). In a direction coward the periphe- 
ry. \G. pcripheftia, periphery, -4- L. ad, loj 

pe"riph»er«a( (pe-rif ex-Si) [TA1, JU Relating to or situated at 
the periphery. 2* Situated nearer the periphery of an Organ or pan 
of the body in relation K> a specific reference point; opposite of 
central (centralis), syn peripherals [TAJ, eccentric (3). 

pe»riph»e<ra«liS (pe-rif Oralis) JTA3.' syn r^rtphcral. 

per»i>pher«iR (peKiTtavin) [MIM*170710J. A glycoprotein ap* 
patently necessary to maintain tbc shape of the outer segment disc 
membranes, of rods and cones; it is thought by many investigators 
that a defect in p* is associated with certain types of blindness. 

pe»riph-e«ro«cen*tral (p^rif^to*sen'tr&l). Relating to both 
the periphery and the center of the body or any part. 

p© • riph »e-ry (pe-df 6*5). JU The part of a body away from the 
center; the outer part or surface. 2. syn denture border* [G. 
perfpherefa, ft. peri, around, +ph#r& t to carry] 

per-i«phle-bit-ic (perl-fie-birlk). Relating to periphlebitis. 

per»1«phle*bi«fls (per'i-fle-brtis). Inflammation of the outer 
coat of a vein or of the tissue* surrounding it [peri- + G. pJtleps, 
vein, 4* -irfcc, inflammation] 

PeT'Ap/d-n^^Cp^^pia-nVtS). A genus of large cockroaches 
including several cosmopolitan household pests found wherever 
food is available, especially in moist protected areas. P, vmerl* 
cana (American cockroach), a very large brownlsh-chcsmut spe- 
cies, 30-40 mm long, la probably native to Africa but now uuiver^ 
sally distributed; P.fuliglnosa (the smoky-brown cockroach) is a 
common household • pest in the. eastern and southeastern U.S. 
[peek <*> G. planB&St a roamerl 

per *h plasm (per^^lazm). .The space between the ceil mem- 
branes. «nd the celt wall T in gnmvnegative bacteria; contains pro- 
teins secreted by the cell. 

pe»rip*k>*Cirt (pe^rip'16-sin). A cardiotonic. glycoside obtained 
from the bark and stems, of Petiploca grucca (family As- 
clepiadaceae), a plant of southern Europe and Western Asia. [G. 
peri-ploke, a winding mound. £r. ptek£ f to twine, plait] 

per«i «po«1ar Cr^i-r&'iax). Surrounding the pole or poles of any 
body, or any electric or magnetic poles. 

per* S « pO« le » SlS (pcr'i-po-lc' ws). Penetration of migrating cells 
between fixed dssuc cells Out am normally in close contact, (pcrf- 
+ QiptAeomai, to wander] 

per*i»p0r»l«tfS (pcr/t-poWtSs). Miliary. papules and papuloves- 
icles with staphylococcic inTectkaj; most frequently on the face 
and in infants ► [peri- + G. poiwt, pore, 4- -fris*. inAarnrnation] 

p6r»i»por»tal (pcr/i-p^^t&I). Surrounding the portal vein. SYN 
pcrrpyHe. • 

per-i-proc^tic (perl-prok'tik). syn ciicumanaU Cpcri- G. 
~~"ctar>' 



pef *\ »pf OC*tt *tlS (per/'i-prok-fi'tis). Inflammation of the areolar 

tissue about the Tectum. SYN perirectitis, 
per*! *pros«tat>iC (pen-pros-tallk). Surrounding the prostate. 
per*I*prOS»ta-t!*t!s(pera-pros'ta-trds)- Obsolete term for in- 

flammadon of the tissues surrounding the prostate. 
per*!*py*le*phle»bi*ti$ (per^i^ptle-tle-bftis). Inflammation 

of the tissues around the portal vein, {peri- ■+ G. pyls. gate, -t- 

phlepx, vein, + -itis, inflammalion] 

per*l'py*fto (perl-priik). SYN periporud. {peri- + G, pyte, 
portal, gate] 

per«i*py»lor-ic (perl-pT-16t1k, *&*WflQ. Surrounding me py- 
lorus. 



